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Section A. Race/Ethnicity Details (N, %)

Race/Ethnicity Azithromycin Placebo
(N = 558) (N = 559)
Other 19 (3) 22 (4)
Native American 2(0.4) 2(0.4)
Asian 6 (1) 4 (1)
Hispanic 11 (2) 14 (3)
Pacific Islander 0 (0) 2(0.4)




Section B. Effect of GOLD Stage on the Rate of AECOPDs and on Having

to be Hospitalized for AECOPDs (mean * SD).

Gold Stage
2 3 4
Azithromycin
Patients (N) 148 222 186
Rate of AECOPD (/patient-year) | 1.02 +0.15 | 1.53+0.13 | 1.75 £ 0.17
Rate of AECOPDs requiring hospitalization (/patient-year) | 0.50 £ 0.12 | 0.85+£0.12 | 0.74 £ 0.12
Control
Patients (N) 148 226 180
Rate of AECOPD (/patient-year) | 1.68 £ 0.16 | 1.75+0.13 | 2.05 £ 0.28
Rate of AECOPDs requiring hospitalization (/patient-year) | 0.65 +0.11 | 0.96 £ 0.12 | 1.03 £ 0.27




Section C. St. George Respiratory Questionnaire Scores

SGRQ Score* Azithromycin Placebo P value
N [Mean+*SD | N Mean + SD
Enroliment 556 | 50.9+16.4 | 555 | 50.1 +16.4 | 0.381
Six months 484 | 47.7+16.3 | 483 | 48.1+16.4 | 0.657
Twelve months | 444 | 46.8 +16.7 | 453 | 48.0+17.8 | 0.289
A enrollment - 484 | -25+116 | 483 | -1.2+10.5 0.076
six months
Aenrollment- | 444 | -28+121 | 453 | -06+11.4 0.006
twelve months

Individual SGRQ Scale Scores at Enroliment and 12 Months (mean = SD)

Azithromycin Placebo P value
SGRQ Scale* | Enrollment | 12 M A Enrollment | 12 M A
Symptoms 61.1 541 -7.0 59.9 56.2 -3.7 0.005
+19.7 +21.3 | £17.9 +19.7 +21.1]+16.5
Impact 34.5 32.4 -2.1 341 341 -0.0 0.024
+18.0 +18.1 | £14.3 +18.2 +19.4 | £13.8
Activity 69.5 67.9 -1.6 67.6 67.8 | +0.2 0.076
+19.0 +204 | £14.9 20.2 +21.6 | £14.3
Total 49.6 46.8 -2.8 48.6 48.0 -0.6 0.005
+15.7 +16.7 | £12.8 +16.5 +17.8 | £11.4

* Minimal clinically important difference = -4 units




Section D. SF-36 Scores (* = P <0.05, Azithromycin vs. Placebo)

Start 6 Months 12 Months
(Mean + SD) (Mean = SD) (Mean = SD)
Azithromycin

Vitality | 47.1+21.2 48.3 £ 21.1 46.9+21.9

Physical functioning | 36.5 +24.3 39.3+25.8 38.4 +25.1

Bodily pain | 68.3 £26.5 68.9 + 26.2 68.7 £ 25.9

General health perceptions | 40.1 £ 21.6 41.8 + 20.9% 41.1+20.8
Physical role functioning | 36.5 £ 24.3 39.3+£258 38.4 + 25.1*
Emotional role functioning | 67.8 £40.5 66.5+41.3 68.6 +41.5
Social role functioning | 70.6 + 26.0 71.7+254 71.2+26.5
Mental health | 75.5+ 18.2 75.9+17.7 76.2 + 18.1

Aggregate physical score | -1.82 + 0.97 -1.69 £ 0.97 -1.73£0.97
Aggregate mental score | 0.25 + 1.01 0.21£1.02 0.26 + 1.06

Placebo

Vitality | 47.9+20.5 46.9 £ 20.8 48.6 £ 22.0

Physical functioning | 37.5 +23.2 38.6 £ 24.1 38.4 £25.5

Bodily pain | 69.2 £ 26.8 69.1 + 26.0 69.4 + 26.8

General health perceptions | 39.7 £ 20.1 39.1+£20.3 39.5+21.1
Physical role functioning | 35.5 £ 39.3 414 +41.0 404 +41.4
Emotional role functioning | 67.6 £41.5 68.3+41.5 69.7 + 40.1
Social role functioning | 69.8 + 27.3 70.8 £ 26.9 70.1 £ 26.7
Mental health | 74.2 + 18.4 75.2+18.0 75.8+18.4




Aggregate physical score

-1.75+£ 0.95

-1.70 £ 0.98

-1.72 £ 0.99

Aggregate mental score

0.19+1.09

0.18 £ 1.02

0.23 £ 1.06




Section E. Inhaler Use on Enrollment and at 12 Months

AllP>0.10

Enrollment | 12 Months
(%) (%)
Azithromycin
Any ICS 74.7 76.0
Any LABA 75.6 76.9
Any LAMA 64.9 66.2
Placebo
Any ICS 79.3 78.9
Any LABA 73.6 77.4
Any LAMA 62.9 64.8




Section F. Effect of Study Drug on Hearing

Interval Group N | Mean Adb (SD) | 95% CI | P Value
Enrollment to 3™ month Azithromycin | 512 -0.7 (4.1) -1.0,-0.3
Placebo 513 -0.0 (4.2) 04,04 | 0.011
Enrollment to 12™ month | Azithromycin | 420 -1.2 (4.2) -1.6,-0.8
Placebo 426 -0.9 (4./1) -1.3,-05] 025
3 to 12" month Azithromycin | 411 -0.6 (4.2) -1.0,-0.2
Placebo 417 -1.0 (4.3) -14,-06 | 0.18
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Section G. Nasopharyngeal Colonization and Macrolide Resistance

On enrollment

S. aureus 60 (10.7) 16/35 (46) 71 (12.7) 23/37 (62)
S. pneumoniae 6(1.1) 1/2 (50) 6 (1.1) 3/7 (43)
Hemophilus spp 0 (0) 3/4 (75) 0 (0) 2/3 (67)
Moraxella spp 13 (2.3) 3/3 (100) 6 (1.0) 0/2 (0)
Total 79 (14.1) 23/44 (52) 83 (14.8) 28/49 (57)
During course of study

S. aureus 59 (10.6) 34/41 (83) | 127 (22.7) | 30/87 (34)
S. pneumoniae 6 (1.1) 2/2 (100) 15 (1.8) 2/4 (50)
Hemophilus spp. 1(0.2) 2/3 (67) 3(0.5) 5/7 (71)
Moraxella spp 0 (0) 0/1 (0) 27 (5.8) 7/10 (70)
Total 66 (11.9) 38/47 (81) | 172(30.8) | 44/108 (41)
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Section H. Serious Adverse Events and Adverse Events Resulting in Study

Drug Discontinuation.

Serious Adverse Events, N

Adverse Events Leading to Drug

Discontinuation, N

Azithromycin | Placebo P Azithromycin Placebo P
value value

Non-Fatal

Pneumonia 26 41 0.11

Neoplasm 6 8 0.62 0 3 0.25

Gl tract 15 21 0.38 11 6 0.23

QTc prolongation 1 2 0.57 6 4 0.55

Other cardiovascular 29 33 0.68

Other 107 107 0.97

Total, Non-fatal 184 212 0.29
Fatal (death prior to 12 M)

COPD 10 7 0.48

Cardiovascular 1 1 1.00

Neoplasm 1 5 0.09

Other 0 2 0.50

Unknown 6 5 0.77

Total, Fatal 18 20 0.87
Hearing decrement 142 110 0.04
Tinnitus 4 4 1.00
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Allergic reactions 5 8 0.58
Abnormal lab tests 4 3 0.73
Other 10 17 0.24
Total (adverse events

leading to discontinuation) 182 155 0.14
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Section I.  Subgroup analyses (total number performed = 22)

Unadjusted (1117)
Adjusted (1114)+

Women (456)

Men (661)

Age <65 (528)

Age >65 (589)

GOLD 2 (292)

GOLD 3 (451)

GOLD 4 (370)

Not on O, (455)

On O, (662)

Ex-smokers (870)*
Smokers (246)*

Chronic bronchitis (625)
No Chronic bronchitis (498)
No ICS (252)*

ICS (865)*

No LABAs (286)*

LABAs (831)*

No LAMAs (408)*

LAMAs (709)*

No ICS, LAMAs or LABAs (589)*
ICS + LAMAs + LABAs (528)*

[ [ [ I I [ 1

02 04 06 08 1 1.2 14 1.6

Favors Azithromycin Favors Placebo

Hazard Ratio
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The endpoint assessed in all subgroup analyses in the forest plot was time to first

AECOPD. Interactions of the treatment with the factors defining the subgroups

were assessed using interaction terms in Cox regressions. The specific

interactions tested were:

Interaction P value Description
Azithromycin * age (< 65 vs = 65) P =0.012 | Older = more effect
Azithromycin * COPD Hospitalizations P =0.053 | Hospitalization = less effect
Azithromycin * Gender P =0.550
Azithromycin * Smoking at enroliment P =0.012 | Smokers = less effect
Azithromycin * FEV1 (% pred) P =0.234
Azithromycin* Gold Class P=0.164
Azithromycin * Steroid use past year P =0.074 | Steroid use = less effect
Azithromycin * ICS use at enrollment P =0.032 | ICS use = less effect
Azithromycin * LABA use at enrollment P =0.201
Azithromycin * LAMA use at enroliment | P =0.299

All subgroup analyses were prespecified. All had sample sizes that were much

smaller than that of the total patient population. The confidence intervals shown

in the Figure are not adjusted for multiple comparisons. Accordingly, the putative

effects of treatment group in the subgroups indicated may represent false

positives. Given that 19 analyses were carried out, if the null hypothesis was in

fact true for each, and if the comparisons were all independent, there is a 62%

chance that at least one of the 22 analyses would have yielded a result
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significant at the 0.05 level. Accordingly, while some of these hazard ratios
suggest potentially important differences in azithromycin effectiveness in various
subgroups, we believe they do not provide sufficient rationale for guiding
treatment in any of the subgroups without additional studies designed to assess

these differences specifically.
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